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Background
The EAET of HR+ EBC has been changed changing in the recent years.  Aromatase inhibitors (AI) as upfront , or in a planned switch strategy after Tamoxifen (T), have been added to the choice of tamoxifen T (T) alone. Also, recently, the cyclin dependent kinase 4/6 inhibitors (CDK4/6) abemaciclib, showed a positive impact in the adjuvant treatment of the high risk HR+ EBC patients. An increased risk of thromboembolic eventsTE  is well known in the T treated patients. The while AIs have showed a reduced rate of TE becoming the standard of care in the postmenopausal setting and in association to LHRH agonists, in the high-risk premenopausal setting. Recently, adding the cyclin dependent kinase 4/6 inhibitors (CDK4/6) abemaciclib to AIs, has showed a positive impact in the high risk HR+ EBC subgroups, but we are seeing an increase ofWith the introduction of AI in the therapeutic setting, the incidence of TE events is reduced. Conversely, the addition of abemaciclib to the EAT increase  the TE rate. We conducted this meta-analysis to evaluate the impact of the new EAET’s on the incidence of TE if compared to the standard monotherapy.
Methods
We performed a meta-analysis of the randomized phase III trials comparing the experimental EAETs and the endocrine standard therapy. A random-effect model to find differences in the rate of TE events between the experimental treatments and the standard therapy has been used.
Results
Twelve phase III trials were eligible. Overall the new EAET’s do not show a reduce rate of TE events (OR 0.780, 0.444-1.130, p=0.148) with high heterogeneity among studies (I2 86, p < 0.0001). Excluding the abemaciclib trial, the incidence of TE is reduced (OR 0.609, 0.462-0.802, p<0.0001) with a moderate heterogeneity among the studies (I2 59, p<0.0001). Considering the upfront strategies with AIs, the TE events are reduced (OR 0.507, 0.394-0.651, p<0.001) but they are not if we consider the trials with the switch strategies in which T is used upfront before AIs (OR 0.762, 0.546-1.065, p=0.112).
Conclusion
[bookmark: _GoBack]Overall, the new treatments (AIs + CDK4/6 inhibitors) did not showed a reduction of TE events. The introduction of the AIs as upfront strategy in is the safestthe EAETs of HR+ EBC, being associated to the lowest has reduced the incidence of TE. The switch strategy do not reduce the TE rateevents, whereas the addition of abemaciclib in addition to the standard EAT has showed to increase significantly increase the TE events. The results of the currently ongoing trials with the CDK4/6 inhibitors will help to obtain more data to evaluate any differences among the different CDK4/6 inhibitors and to . Upfront strategy with AIs represents the safest ET in the adjuvant treatment of EBC. The update of the trial involving abemaciclib will clarify the weight of the TE adverse events in the balance of benefit/risk of this new adjuvant strategy.

